wo 2005/067920 PCT/CN2004/001523 

10/58487? 

m^mmmm^i^^f^Q 29 jun 2006 

^mmi^^m^^mn, r^^^^m^^^^^^^^^^ ^^^^ 

J^^H«*^ Rrtg-^:tW^,-lfe-^tn.#^>^W-^^^(William PA. The 
pathophysiology and treatment of rheumatoid arthritis. Arthritis Rheumatism 
1997;40(4);595-597), BP-^3t#S@*B^. 

|!E-^5^ffi;|i^6<]HLA^^3^J«m#;Sc^m^l^e<I»H>^-g:. $P 
HLA-DR4K^-^EB?^*^^iS(gpllO)fR]jJ!iJ^-affil^6<]^»^. i^trt^Xd-^ 

mm^^nmm ^^i^b^ ^^i^j^-^^^ji&jKfitjHLA-DR^T^-^m 
m^-%ym^^^m, ^^nmm^^m, i^^^it^^mm, ^mi^ 

tLm"i5:m^:^^^^m^^^^^i^^M^"m^mmu±M^m} 2003 

Jan.24( 1)24-29). 
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50%, 55^u±^xm'^, a^^^8o%, mat, 'W^'^^x^mtf3"r 
i^^mi m'^mm^:^:^, nmBm^m-m> r.mum~m^mo 

^^^^^^1? (NSAIDs) 

ii?^^jt> mm^. ^^m. ^t^ 
m> ntk^=t0^ ¥M37cM> scK^^ ^iKM^ %^n> n. 

mm. mnmm. ^mwrnm^ 

aswtE> fffte. stm^mi^m^o ^^x^^nf^^ ^^^m^^mi^it, 

NSAIDs&<I^ffio 

ilf±l1?&^NSAIDs$P^?§-^jt (raeloxican). ^g,^^ (aceclofenac) 
- (DMARDs) 
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^5SW]^j#fflo tffl6<]WJfmm> wmmm. ^m.m^. mi^j^^. 

Rm^^ik^'^^m ihmmM^M 2001 Feb. 30(1)34—38), m^mwati^ 
20 ^jkm^m^^^A^. u^^i^^mM^mmm^m^Rm, m\ 

30 

35 ^m^^^. m$r-t^ I ma.wmmit^mm^^^±-pim^^^^n^ 
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I 



^^-iZj&m 4" . P/ri&^^^U^^^^^ (Eclipta prostrate Linn) > 
15 !l^!l^,^(Wedelia chinensis ) (Eclipta alba). W(.MS.^o 




II 



20 ^^^^^mmi^o 

(b) ^Z.mWi'^' ffi 5-300 10-200 f^, :€#itk 20-100 'fg)iP 

25 m'&^m^ 50-so'c ^7mm, iii^^i^^ji, m^ym-. 
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(d) M^mM^z.^z.m^mm'm. nmu^m-, 

(e) «^tt±, ffl^jg^ 5:1 S 1:2 H/^liJfeMiS^f 

(g) :SS^tt±, ffl^^^ 5:1 m 1:2 6<] -E¥^/^SI«^JM#^ 

(h) ^E^^1i±, ffi^Jt^ 20:10:1 M 5:10: 1 6<] ^^-M^-f^^JfelJi 

10 {i):&mm^±>m^m^ 30:1 m i:i 

(b) ^Z^mWi'M, ffl 5-300 '^(^ftitfe 10-200^, E^ilk 20-100^)^ 

(c) mz.mz.m^y^^m(}>)^7m, m^uzsmz^mm; 

(d) 7?!i^m(.c)^Zsmz.mmM^=F^, mmm^-, 

20 (e) iSaU!tt±. 5:1 Ig 1:2 fid^S^^M/MIM^feMitfi'^Jfelii^ 

(g) ^mmn±, ^^^^ 5:1 s 1:2 ^-uwrnmrnmrnmB^m 

25 (h) :&Mtt±, ffl^lS^ 20:10:1 M 5:10s 1 IttfelJi 

mmJ&iPm(g)^^m^^, i|$:*¥*: P^l-. 10:10:16<J«^^: 

30:1 s 1:1 ^~u^'^/^m^mm^i^m 




I 



30 
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5 0. i-iowt%) I it^mm^m^±-^m^^^ 




I 




I 



?&^> mmm^. mm=^m^ mm^^ ^^m. m^±. mrmm^ 

20 nit^t'ji. ¥^KM> uvim. ^mm. ^m^^ %mn^ n,iKm. 

^MM,, mm^m. mm^n. mn.^^; 

25 
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10 




20 

tf , -^ij^n J^l[f41ii^M^ (Eclipta prostrate Linn) > il^ll^^ (Wedelia 
chinensis )> ^^^^^(Eclipta alba)#atJ4'$l^. i^'HS-^^^lE^^^tl'l^ 

25 1956^, Govindachari^-t^>^Wedelia calendulacea^"^^ iii 

Sil'l^^!^!«^l*lil(wedelolactone), ^^^^ 
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(Govindachari et.al. "Chemical Examination of Wedelia Calendulacea, Part I, 
Structure of Wedelolactone", Journal of the Chemical Society (1956), pp. 629- 
632. i Govindachari et.al. "Chemical Investigation of Wedelia Calendulacea, Part 
5 II, The Position of the Methoxyl Group in Wedelolactone", Journal of the 
Chemical Society, (1957),545-547; )» 

^ fS Bhargava^ M (Eclipta alba) ^ H!, ^ ^ P^M 

(demethylvredelolactone) , 




10 (Bhargava KK. et. al Isolation of desraethylwedelolactone and its 

glucoside from Eclipta alba. Indian J Chem, 1970, 8(7) : 664-665 )o 

Li CC. ^Rmm'^m6,552,07U^Jf7i^mit^W^^^^^^R'^^^ 
yi. (Li CC. et. al Total synthesis of wedelolactone. J Org Chera. 2003 Oct 
31 ; 68 (22) : 8500-4. ) (Yuan et al. Methods for treating cell death diseases and 

15 inflammation. United States Patent 6,552,071) c 

^|l4fc•^^U^^^^^■R:^*Jt^^JfF^ ±JfiL. tK^n^Y^^o (Wong 
et. al. "Wedelolactone and coumestan derivatives as new antihepatotic 
and antiphlogistic principles. Arzneimittelforschung. 1998 May 
38(5): 661-5; Melo. et. al. "Inhibition of the myotoxic and hemorrhagic 

20 activities of crotalid venoms by Eclipta prostrate extracts and 
constituents. lexicon. 1994 May; 32(5) : 595-603) , 




I 
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5 TS> #TS. Z^TS. #TS^ iXS ^ J^Ci 

wmz^m. wmm^ z.mm^ ^mm^ m^z^mmo ^itm^&mn 
m,n> ^mmm^^^ i ^fc^^e^i^s^ssitm^ 4o%-99.9%, 

^ 50-98%. 

15: >t^'J. Pl^t^c6^«^5iC. i5it^l:^?^('^W$n^^ 0.05-5%l:^^PJ). 

H^C-t^^P^ 10-50%||). ^Ifi^JC-^W^-t/ 20-50%Z.@|). sg#l)i^^pri4|^ 

0.05-5%l:#^J)3i^f#J©i^l5o 

35 mt\\,m^mwm'^^'n^mi^m^tfy^ 2. 5-90%, at ^-ti^ 5%-6o%(ss) 
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"^jg&jmmmm^^nm^ m\. >t^J^ bm. m^. mi^ ^mm. 
M^nm^m, RT^ffiJt^j. ^^j. j^^> ^^J> IJ*> mm> 

m'm^ito ^M, M.t'^:^n^M^i\:.'^m^^m^ 0.5-500mg/kg ^tl#S0<] 

mumm^^^Mo Mi^n^iKmm%^wt , m^^i^m^^ i- 

^mj^i!>oS#,^^A6tlPSR^Bfi<J'^5iilS^^JS6«Jii#mffl^ l-lOOOmg, 

^fejfe^ 10-200mg, ^A^^n|S6<J^0^J4^ 0. l-lOOmg, i)tm 1-lOOrago 

25 ^mm^mit^M^M E. m^M bht m BHA. 

n^xmm, ''mom" ^i^&r^M, mm&M, mmp^^Mmm& 

35 n%m^, ^qpipjiiiK^z.-^. 



-10- 



wo 2005/067920 



PCT/CN2004/001523 



nmm-^^mwMMta±m^. ^i^^m^ nM. %m> k?^. 

^3m> «m«i> 3^Ji^ 

^t^^C> a-^4^E|P^EMlg. ^a^M^J, ^^^J. ii^^J, St 
^i^7f^ ^T^ll> Ptk^^Jt. ¥iCi?cM^ iC3?c 

¥i?cM. ptfc?&^^ ?6^fr> n.im.. #i^^> ^m^. 
jfij^ «jfij^M> ^^^:^is. mE^m? 

20 if 3Ef?^mi^; ^ 

^ifi^^J 1: 

35 W-m^iEcUpta alhd)^%^^'^^l^mWMn^^ 
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20 MfpSg, ##i^l0g200~300@il^, jt^fMttMtf (200 g, 200- 

300g), ffl^?ftM-M@@^;Si5feJ!». ^100niLJ&^-^!fe, 

iiL. -^^(TLc ^mm-nm i-.i, Rf = m)^M^o m^^^m^^^mfB, 

^^^iJWilJ^l^^ti^P^, -^^(TLC =.M.W^-nm 3:1, Rf = l/6)fi«J]^^» 

^, mo mi^m-^. j^mnmr-mu^n^, ^^(tlc ^^-nm-^m 
10:10:1. Rf = i/2)mij^o '^^^^^j^^mfs , wwwf-^^m^mM 

^#(TLC-gi¥;^-¥il20:i, Rf = i/6)6tj:^;^<, mmM) 90%^J^§h. ^ 

30 ^^l%o 

(6)#m>afft'J 

#^|l> 90%&<J#^?,30rag^^70%^^4'. fflLichroprep RP-18(40 ~63^i) 

35 ^mm^ao wmo%o mm^ii^i^vt. ^^f^^ eims, ^hnmr, 
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a^efeJl^^, C16H10O7, mp mV{j/^m), UV XmaxCMeOH, ntn) : 

211.5(4.65). 247(4.40), 304 (4. 01) (sh) , 350(4.48) . IR(KBr) cm-^ 3300, 
1715, 1640, 1620, 1445. 1415, 1320, 1205, 1155, 1070.* BIMS /»A (%) : 

5 314(M^ 100). 313(22), 299([M-CH3], 28), 285(5), 271 ([M-CH3-CO], 8), 
243([M-CH3-C0-C0], 28), 187(17), 69(42) 0 ^HNMR(5): 7.23 (s), 7.14 (s), 
6.58 (d, J=2,3 Hz), 6.42 (d, J=2. 3 Hz), 3. 90(s) 

"CNMR(6): 158.0(C-1), 101. l(C-2), 159.6(C-3), 95.6(C-4), 
99.3(C-5), 161.1(C-6), 95.0(C-7), 155.5(C-8), 155.0(C-9). 104.7(C-10), 

10 145.2(C-11), 144.3(C-12), 99.0(C-13), 114.0(C-14), 148.7(C-15), 
55. 7(C-16)o 




II 



IHJft^hi,, #Sl8-22g, 

^m:^^'. mn^^i^M. il^!^^i^iiSfi^Jl:^^iJ^i2.5 mg/kg, 25 

mg/kg, m^Mm^%o.5% cue, m^^mm^'^^, ^0*^25 ng/kgo 

20 5^, ^4^^l5i/ha>J-j5^50 M.iz:Ep*i^^^^^^/MI,:&:i?Mii, 
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mm 




oJtit W. 






tmg-Kg ; 






0. 5% CMC 




10 


18. 3 ± 3.3 




25 


10 


11.4 ± 3.6** 


mg/kg 


12.5 


10 


11. 3 ± 3.6** 


mm^\^B~25 rag/kg 


25 


10 


10. 9 ± 4. 6** 



"**"^7Jsp<0. 01 



10 



15 



20 



^MXM(yiong et. al. "Wedelolactone and couraestan derivatives as 
new antihepatotic and antiphlogistic principles. 
Arzneimittelforschung. 1998 May 38(5) :661-5 ;) fit)-^^:^^*'p ^'Wi'^tlU 
2^P3o 




it^mi: Ri=R2=H R3=R4=OH 
4fc-^i^2: Ri=OH R2=CH3 R3=R4=0H 
tt.-^^3: Ri=OH R2=CH3 R3=C1 R4=0H 

wistar;feH4:;^i,, #S200g^;&c 

mg/kg, CMCo m^MMm^')^^. rag/kgo 

^, ^d^^mB-iO min, ^:;'^t:^M>S.ai:BlJiTaAl%6<l:tXIIJ^0.i ml, 
^ ^ il ^ iC 2Jt ^ Bil- II] It E @ o 



5W 
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mm 






1 h 


2 h 


4 h 


6 h 


24 h 


0. 5% CMC 


0. 46+0. 07 


0. 51±0.11 


0. 59±0. 10 


0. 61+0. 07 


0. 51±0. 09 


^'^^ 


0. 31±0. 06*** 


0. 38±0. 10*** 


0. 42±0. 11*** 


0. 39±0. 06*** 


0. 37±0. 07*** 




0. 38±0. 05*** 


0. 43+0. 06** 


0. 47±0. 09*** 


0. 53±0. 08** 


0. 43+0. 07** 




0. 29+0. 06*** 


0. 37+0. 09*** 


0. 42+0. 07*** 


0. 40±0. 05*** 


0. 39±0. 08*** 




0.31+0. 06*** 


0. 34±0.09*** 


0. 38±0. 07*** 


0. 42±0. 05*** 


0. 41±0. 08*** 







5 «^4 

^mu^'. mB^M^^> m/kg, 12.5 

mg/kg, ffi0.5%6tlCMCtlM. tC¥^H^e<I^J*^0. 2 mg/kgc 

mMjsj^wm^it' T^m^^BMs. 10. 15, im^itmmif^Vf. 

15 

MM: 



(1) nstar:kUmRmA^M-m^it 



g 3 Wistar X 


%^^JB% 5s 10, 15. 19^fi<]3EF 


tinJfjg (mm, x + SD) 








^10^ 


^15^ 


^19^ 


0. 5%CMC 


10 


4.24±0.19 


4.71 + 0.25 


4.86 + 0.37 


4.90 + 0.24 




10 


4.14+0.14 


3.96 + 0.10" 


4.04 + 0.10** 


4.09±0.11*' 




10 


4.20 + 0.11 


4.71 + 0.24 


4.61+0.10 


4.64 + 0.17** 




10 


4.11 + 0.11 


4.03 + 0.13'* 


4.11+0.16** 


4.04 + 0.14" 



**»^^p<o.oi mmy!i^mo.B% cMc);raitw#it;H^i4M#o 



-15- 



wo 2005/067920 



PCT/CN2004/001523 



^4 Wistar±t^l 




Bnj\^mm(m. x±sd) 








^10^ 


^15^ 




0. 5%CMC 


10 


4.17 + 0.22 


4.66 + 0.36 


4.79 + 0.39 


4.89 + 0.31 




10 


4.00 + 0.10 


3.84+0.10" 


4.07 + 0.13** 


4.00 + 0.12** 




10 


4.13±0.15 


4.66 + 0.09 


4.54 + 0.15 


4.59 + 0.15* 


!l^!l^^l^S|-12.5 


10 


4.01+0.17 


3.95 + 0.12** 


4.11 + 0.16'* 


4.04 + 0.07** 



"**"^^p<o.oi ^m^Mmm.(o.5% cuomt^mnE^mm 



:5 Wistar:^i,^|^j5^5. 10. I5s 19X^iEB JKMl^iam. x + SD ) 







^5^ 




mi5^ 




0. 5%CMC 


10 


7.26±0.85 


8.64+0.69 


8.83±0.53 


9.07 ±0.28 




10 


6.96 ±1.97 


7.44 ±1.42 


7.86±1.36 


7.51 ±1.40* 


mmm\^m-o. 25 


10 


7.10 + 0.83 


8.18±1.22 


8.51 ±0.91 


8.49 ±1.06 




10 


7.13+0.96 


8.09 ±1.05 


8.44+1.63 


8.53±1.33 



^6 nst&T±M.^^}sM5. 10. 15> 19^fi«]:&JgmJ¥iS(mm, x±SD ) 







^5^ 


^10^ 


B15^ 


^19^ 


0. 5%CMC 


10 


5.2 + 0.23 


5.44+0.30 


5.46±0.54 


5.57±0.20 




10 


4.89±0.23* 


4.87±0.18** 


5.04±0.28 


4.90±0.08** 




10 


5.05 ±0.24 


5.28±0.38 


5.15 + 0.35 


5.23±0.23** 




10 


4.95±0.27 


5.05±0.25' 


5.20±0.23 


4.98±0.10** 



"*"^^p<o.o5 ^m^Mmu(.o.5% cMc)*afcbWM^'i4M#o 
(2) nstarxun Rm^j^^^^^it 

m7 Wistar:^E^I5jS^5s 10. 15. 19^^&B Jl^i^^^itiml) 







^5^ 


^107^ 


^15^ 


^19^ 


0. 5%CMC 


10 


1.90±0.24 


2.55 ±0.25 


2.89 ±0.43 


2.70 ±0.44 




10 


1.68±0.32 


1.73 ±0.23** 


1.93 ±0.34" 


1.84±0.26'* 


mmmp^m-o. 25 


10 


1.85±0.24 


2.38±0.30 


2.63 ±0.37 


2.61 ±0.42 




10 


1.64 ±0.31 


2.14±0.45* 


2.42 ±0.62 


2.46 ±0.75 



'*»^^p<o.05 ^m^MmU(o.5% CMC)^ili;WM^ttM#, 
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^8 nstaT±U.^^0^5. 10, 15, 19^a 










^10^ 






0. 5%CMC 


10 


1.19 + 0.08 


1.29 + 0.09 


1.47 + 0.24 


1.55±0.17 




10 


1.09 + 0.07* 


I.OO + O.IO" 


1.17+0. 11* 


1.19±0.09** 




10 


1.18 + 0.05 


1.16±0.08* 


1.29±0.13 


1.36±0.12* 




10 


1.10±0.10 


1.03 + 0.10" 


1.24±0.16 


1.19 + 0.08" 



5 

i^mii^'- ^n^M^m, ^mm^mmm6^%w, i2mg/kg, 

10 nWM%Q. 5% CMCc 

15 mg/kg, 7^js#^Mm^, m^^&I^^MB^mi.0ing/kg#tB?S^3S. 

ij]|gPt5l6<jS>g2^1=S, 'S;£*i*IR^^^4^, #i,9<].^IR^^16^o C> 

25 ffiiOJf {:i:li!!ll:^l>|-|ir-S^*r48 h;e:^^;gc 
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^9 i^mm^^mMmm'^^'iSL^'^^icn.n^^mmum^Mmi x ± sd) 





(K) 








Sio^ 




B30^ 




20 


27.4 0±0.75 


-0. 01±0. 36*** 


0. 01±0. 37*** 


0. 01±0. 37*** 




20 


27. 32±0. 68 


1. 35±0. 65 


1. 60±0. 62 


1.76±0.81 




20 


27. 29±0. 72 


1.42±0. 74* 


0. 83±0. 44*** 


0. 72±0. 40** 




20 


27. 36+0. 66 


1. 36±0. 50* 


0. 73±0. 45*** 


0. 48±0. 39*** 



«***"^^p<0. 001 ^PJtiXitM^(0. 5% CUO^bt^mi^MiM'^^^^o 

«**"^^p<o.oi ^m^^m^(o.5% CMC);fgbbW^^SM^i4M#o 

"*"^^P<0.05 -^PJttX>tM^I(0.5% CUOmt^E^^^^^ 





(K) 




^10^ 


M20^ 


^305^ 




10 


0. 00 ±0. 00*** 


0. 00 ±0. 00*** 


0. 00 ±0. 00*** 




10 


3.80 ±1.90 


5. 60±1.85 


5. 90±1.92 




10 


4. 00+2, 02* 


3. 10±1. 45*** 


2. 7±1. 35*** 




10 


4. 10±2. 08* 


2. 00±1. 41*** 


1. 40±1. 02*** 



"***"^^p<o. 001 -^PJ'i4^Mia(o.5% cMc);fatbw^^Mi^'l4M^o 
"**''^^p<o.oi mmnmM{(i.s% cMc);fstt;w^N#Mi^'!4^^c 

«*"^^p<0.05 ■^PJtt)(^^,^(0.5% CMO^tbWM^'ft^^o 



10 

^11 mmm^mmmw.'^^^^'^xw^'k^n^^M^^^i x ± sd) 





(K) 


(ram) 


(ram) 




10 


0.752 ±0. 101* 


0. 002 ±0. 026*** 




10 


0. 784 ±0. 072 


0. 403±0. 183 




10 


0. 793±0. 071* 


0.231±0. 113** 




10 


0. 798±0. 070* 


0. 194±0. 115*** 



"***»^^p<0. 001 cuomt^UthK^'^SLM^o 
"**"^^p<0.0i ^m^Mm^(0.5% CMC);f|blsW^^ltM^ttM:^o 
«*"^^p<0.05 -^PJ '14)5^^^1(0.5% CMC)*@fcbWM^'t4MJio 



mmm^i^. m^yAT^^, ^^s^jijt, M^>^mj^^^mmm 
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20rag 




130mg 




40mg 




lOmg 




200mg 



mm^m^:^, m^uTm^, ^/sm^jEjt, M)^mm^^^^m 

5 ^ti. ^;i2WnT: 









15mg 




5mg 




130mg 




40mg 




lOmg 




200nig 



^mms 

mmm^:^. m^ur^^, misMmm)^. m^nMM^mw 

10 ^ti. ^m'^imT'. 









ISmg 




5mg 




ISOrag 




40mg 


mmmm 


lOmg 




200mg 



15 mf^^^inmmmm^'^Mm^^nmo 
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^ m m ^ 

5 




mz^m^ ^mm^ z^mm> ^mm. mfiz^mm^ 
15 3. Mmw^ 1 ^m^F^^, , pjf^^^ I it^^m^m^ 

(Eclipta prostrata Linn) ^ !li>l^^ (Wedelia chinensis ) sK#^i^(Eclipta 
alba) o 




II 



6. tnmm^ipmmm, »#^e^^. ;;fi^6<)^iJife?raiigTM: 
25 ^\ikr^m^n^:^^^'^^'. 
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(b) mZ^mm^. ^ 5-300 ^T?t«#IRfi<] 50-80-C6tlz|C^#)Sl, 

(e) :tt^^5a±, 5:1 M 1:2 M/P^IB^^^JiS^f 

i^(c)S<]«t), iBc^^^M: Mil:^ 1:1 

(g) $SI$tt±, .^^S^ 5:1 m 1:2 fi^jn^ ¥:^mi^^l5i^0Mi^i^ 
10 if)^mm^> ^M^M.^^-- MSM:J^ 3:1 6ti^$fe)^M^; 

(h) :&^^;S±. ffl^^^ 20:10:1 M 5:10; 1 ^W^-nM-^mmm 

mmn^mig)^mmm^, ^m^^-. ^M: io:io:i 

(i) :&MttJi, 30:1 s i-.i ^r.n.^'^/^mvtmm^^m 

(a) ^ 95±3yoZ.iim^llMtlfi<]*^> #ilJ2:.0?t»; 

(b) ^Z.0^tt, ffi 5-300 i&^^tWxfi^ 50-80*C&?j7X^«?, 31^^* 

20 (c) fflz:,Mz:.Si^]|i#il(b)6<j7jc;|=a. iHi|Jcz:»mz:»iiH*B; 

(d) yiiij^mic)tfyz.mz.m^^'if=fi^f mmt^m-, 

(e) :s^j3$tt±. 5:1 s 1:2 ^^^M/wm^mmnm^^ 

25 (g) ^mmi&Jt, mmi^ 5:1 M 1:2 ^-%wwnmmmmn^m 

(h) 20:10:1 s 5:10: im^^-nm-^nm^ 

(i) tE^m^±-,m^j^yo 30:1 M 1:1 ^-M.^m/^wmmmi^0wk 

30 (h)6^?5fe^ia^, ^0^2O:l&<]?5feJ^M:5^; 
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20 n!|i!*ll^> |l?&#Jt> ^i«5f > ^T^l. 

ntk^^0. ¥3^m^ pHi». ^^^s ?6^?T. I^J^c^s 

^^it^^ Bik^m^ mm^m^ ^m^m. mu^m-, ^n.m^. 

MM^. ^mm> urn. n^^m. ^^mm. ^^mmm-, 
MM', m 
25 (c)m^±^m^^mi^c 
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